to the editor: Kaplan and Gershwin conclude that patients with primary biliary cirrhosis should be treated initially by ursodeoxycholic acid (ursodiol). However, that recommendation is based on the results of only four randomized clinical trials, all of which favored the use of ursodiol. Their conclusion is flawed by selection bias. In fact, at least 16 randomized clinical trials have been published, and the results are conflicting. 1 A metaanalysis of these trials indicated that ursodiol has no significant benefit in terms of mortality or disease progression. This was also the case when short-duration trials and long-duration trials were analyzed separately. 1 These results are supported by another meta-analysis. 2 Ursodiol may reduce ascites and serum bilirubin and liverenzyme levels, whereas serum albumin levels and 1.
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the prothrombin time are unaffected. 1 Thus, the potential benefits are largely "cosmetic."
The authors suggest that colchicine and methotrexate are indicated for patients with an incomplete response to ursodiol. These recommendations do not seem to be based on the available evidence. [2] [3] [4] In fact, methotrexate may increase mortality. 4 We think that a more comprehensive look at the literature leads to conclusions that are different from those reached by Kaplan and Gershwin. to the editor: The association between primary biliary cirrhosis and celiac disease should have been emphasized more clearly in the recent review of primary biliary cirrhosis. The prevalence of celiac disease among patients with primary biliary cirrhosis is 10 times as high as in the general population. 1 Moreover, Sorensen et al. 2 found an incidence ratio of primary biliary cirrhosis of 27.6 among patients with celiac disease. Thus, in the event of primary biliary cirrhosis, clinicians should systematically rule out celiac disease. Certain symptoms of primary biliary cirrhosis, such as osteoporosis, asthenia, and liver anomalies, regress with a gluten-free diet in people who also have celiac disease. This screening is made even simpler because there are sensitive and specific markers for each of the two diseases.
T h e n e w e n g l a the authors reply: Dr. Brancatelli and colleagues note that multiphasic CT and MRI detect portal hypertension, hepatomegaly, liver fibrosis, and lymphadenopathy in patients with primary biliary cirrhosis. We agree, but these are nonspecific findings that are found in many liver diseases and, except for hepatomegaly, occur late in the course of primary biliary cirrhosis. Hence, they do not replace liver biopsy.
Dr. Gong and colleagues question the value of ursodiol, colchicine, and methotrexate in the treatment of primary biliary cirrhosis. The two metaanalyses of ursodiol to which they refer have been criticized for their methodology and were flawed by the inclusion of studies of only two years' duration, too short a time to detect any change in survival in a disease with a very long natural history. 1 Physicians who treat patients with primary biliary cirrhosis generally agree that ursodiol has dramatically improved its natural history. We agree with Gong et al. that the use of colchicine and methotrexate in primary biliary cirrhosis is controversial. For that reason, we acknowledged these negative studies in our review. We also noted that we have found these drugs to be effective in many patients who have not responded to ursodiol. 2 Gong et al. do not recognize that the response to treatment in primary biliary cirrhosis is highly variable. Whether primary biliary cirrhosis is syndromic, similar to chronic hepatitis and in-1.
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flammatory bowel disease, or whether patients with primary biliary cirrhosis respond very differently to medical treatment for other reasons, is not clear. However, lumping all patients with primary biliary cirrhosis together and using meta-analyses to summarize results of studies that overlook the heterogeneity of primary biliary cirrhosis will not advance our understanding of this disease.
Drs. Roblin and Bonaz believe that we should have discussed the association of primary biliary cirrhosis with celiac sprue in more depth in our article. Although such an association may exist, it is controversial. We have observed clinically significant celiac sprue in only 2 of the 1200 patients with primary biliary cirrhosis whom we have followed in our practice (unpublished data) but cannot rule out the presence of asymptomatic celiac disease in other patients. Some investigators have reported a high rate of false positive tests for celiac sprue in patients with primary biliary cirrhosis and have questioned the association. 
